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L10 ANSWER 1 OF 4 0 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Pharmaceutical solution formulations for pressurized metered dose inhalers 
AB A method for delivering 2 or more active drug substances to the lungs by 
inhalation from a single pressurized metered dose inhaler product, the 
inhaler containing a HFA/cosolvent based solution formulation wherein all the 
active drug substances are fully dissolved in the formulation is 
disclosed. Thus, a matrix of formulations containing (12 yiq/\xL) 
formoterol fumarate was prepared in HFA 134a containing 12% EtOH. The solns . 
were stable for 2 years stored at 4°. 
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L10 ANSWER 2 OF 4 0 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI The newly developed inhaled corticosteroid ciclesonide for the 
treatment of asthma 

AB Ciclesonide is the most recently developed inhaled 

corticosteroid for the treatment of asthma to enter global markets. It 

has been formulated as an aerosol soln. in a metered dose 

inhaler with hydro f luoralkane . The mass median aerodynamic diameter of 

aerosolized ciclesonide is 1 - 2 um, providing excellent lung 

deposition characteristics. Ciclesonide can undergo reversible 

esterif ication in the lungs, possibly allowing once-daily dosing, and is 

highly protein bound, possibly leading to reduced systemic side effects. 

Clin, trials suggest that ciclesonide effectively controls 

asthma and has a favorable safety profile. 
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ANSWER 3 OF 4 0 CAPLUS COPYRIGHT 2 006 ACS on STN 
Novel combination of ciclesonide and olopatadine 

The present invention relates to a composition for the treatment of allergic 

rhinitis and/or allergic conjunctivitis comprising as active ingredients a 

combination of (i) olopatadine, a pharmaceutical ly acceptable salt, a 

solvate or physiol. functional derivative thereof, and (ii) 

ciclesonide, pharmaceutically acceptable salts, epimers, solvates 

or physiol. functional derivs. thereof. Thus, a nasal spray contained 

ciclesonide 0.0%, olopatadine hydrochloride 0.44%, microcryst. 

cellulose and CM-cellulose sodium i.70%, hydroxypropyl Me cellulose 0.10%, 

hydrochloric acid as needed to pH 3.5-6.5, and water to 100%. Each 100 mg 

spray delivered by a nasal applicator delivers 50 ug of 

ciclesonide and 444 jag of olopatadine hydrochloride (equivalent to 

4 00 ng olopatadine) . 
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ANSWER 4 OF 4 0 CAPLUS COPYRIGHT 2 006 ACS on STN 
Equivalent pharmacokinetics of the active metabolite of 
ciclesonide with and without use of the AeroChamber Plus spacer 
for inhalation 

Background: Ciclesonide is an inhaled corticosteroid that 
provides safe and effective control of persistent asthma. 
Ciclesonide is administered as an aerosol soln. in a 
metered-dose inhaler, using hydrof luoroalkane- 134a as a propellant. 



It is 



activated in the lung to form its only active metabolite, desisobutyryl - 

ciclesonide (des-CIC) . A spacer may be used in combination with 

the hydrof luoroalkane metered-dose inhaler (HFA-MDI) to maintain inhaled 

corticosteroid delivery to the lung in patients with poor inhalation 

technique. Objective: To determine if the pharmacokinetics of des-CIC and 

ciclesonide are altered when a spacer is used for 

ciclesonide inhalation. Methods: A randomised, open-label, 

2 -period crossover, single-center pharmacokinetic study was conducted in 

30 patients with asthma (forced expiratory volume in 1 s >70% 

predicted) . A single dose of ciclesonide (320ug exactuator; 

equivalent to 400^ig ex-valve) was administered via the HFA-MDI with and 

without an AeroChamber Plus spacer (Trudell Medical International, London, 

ON, Canada). Serum concns . of ciclesonide and des-CIC were 

measured before inhalation and at various intervals until 14 h after 

treatment using high-performance liquid chromatog. with tandem mass 

spectrometric detection. Results: The pharmacokinetic properties of the 

active metabolite, des-CIC, were equivalent after inhalation of 

ciclesonide with and without the AeroChamber Plus spacer. Point 

ests. and 90% confidence intervals (CIs) for the ratio of des-CIC 

pharmacokinetic properties in the presence or absence of a spacer were 

within the conventional bioequivalence range of 0.80-1.25 (area under the 

serum concentration time curve from time zero to infinity 0.96 [0.85, 1.07]; 

peak 

serum concentration 1.05 [0.94, 1.18]; elimination half-life 1.04 [0.92, 
1.18] ) . 

Furthermore, there was no relevant difference in the point estimate and 90% CI 
of the difference of the time to reach peak serum concentration of des-CIC with 
or without a spacer. Conclusion: The AeroChamber Plus spacer did not 
influence the pharmacokinetics of the Pharmacol, active des-CIC. Thus, 
systemic exposure to the active metabolite is similar when 
ciclesonide is inhaled with or without a spacer. Furthermore, 
these results are indicative of comparable lung deposition of 
ciclesonide in both the presence and absence of a spacer. 
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L10 ANSWER 5 OF 40 CAPLUS COPYRIGHT 2006 ACS on STN 
TI Ciclesonide patch for treating buccal ulcer 

AB The patch for treating buccal ulcer comprises adhesive layer containing 
ciclesonide 0.1-0.6 mg and insol . protecting layer made of acrylic 
acid resin or ethylcellulose membrane. Method for formulating comprises 
(1) preparing adhesive' layer, in which adhesive material e.g. PVP is 
dissolved in ethanol followed by adding ciclesonide, 

hydroxypropyl cellulose, carbopol and dextrin, meshing, drying and mixing 

with magnesium stearate, (2) preparing waterproof layer, in which acrylic 

acid resin or ethylcellulose is dissolved in ethanol obtaining 3% 

soln. , and ethylcellulose, yellow aluminum lakes and filler e.g. 

titanium oxide are mixed and added to the soln. obtaining soft 

material followed by meshing, drying and mixing with magnesium stearate, 

(3) tablet-pressing the two granules to obtain double-layer tablets. 
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ANSWER 6 OF 4 0 CAPLUS COPYRIGHT 2 006 ACS on STN 
Two-Dimensional and Three -Dimensional Imaging Show Ciclesonide 
Has High Lung Deposition and Peripheral Distribution: A Nonrandomized 
Study in Healthy Volunteers 

Drug deposition is an important factor that contributes to safety and 
efficacy outcomes of inhaled steroid therapy. Ciclesonide is a 
nonhalogenated, inhaled corticosteroid under investigation for the 
treatment of asthma. Therefore, this study was performed to assess lung 
deposition of ciclesonide. Technetium- 99m ( 9 9mTc) -labeled 
ciclesonide (where the 99mTc-label is phys . dissolved in the 
ciclesonide-hydrof luoroalkane [HFA] soln. aerosol) 
inhaled by healthy volunteers was analyzed by two-dimensional 
three-dimensional (3-D) imaging to determine lung deposition, 
volunteers inhaled one puff of 40 ug (exactuator, equivalent to 50 ug 
ex-valve) ciclesonide for 2-D imaging, and two healthy 
volunteers inhaled 10 puffs of 40 ug ciclesonide for 2-D and 
3-D imaging. The ciclesonide aerosol was administered via 

metered-dose inhaler (MDI) containing HFA-134a as propellant. The ex-actuator 

mean (± standard deviation) deposition of ciclesonide in the 

lungs was higher (52% ± 11%) than in the mouth/pharynx (38% ± 14%) . 

Two-dimensional and 3-D imaging showed that ciclesonide reached 

all regions of the lung. Mean percent deposition in peripheral regions 

(47% and 34%) was higher than in lower central regions (17% and 30%) , as 

revealed by 3-D and 2-D imaging, resp. Inhalation of up to 4 00 ug of 

ciclesonide produced no drug-related side effects. In conclusion, 

ciclesonide administered via metered-dose inhaler using HFA- 134a 

as a propellant provided high lung deposition (>50%), greater distribution 

throughout peripheral regions of the lungs, and relatively low 

oropharyngeal deposition. 
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L10 ANSWER 7 OF 4 0 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Inhaled glucocorticoids of the third generation: ciclesonide 
AB A review. Inhaled glucocorticoids are the mainstay of persistent asthma 
therapy today. Although the currently available drugs in this class have 
a reasonable therapeutic ratio, systemic side effects associated with 
long-term use, over-dosage as well as treatment of children are still a 
cause for concern (reduced bone growth in the young, osteoporosis, glucose 
intolerance, suppression of the hypothalamic -pituitary-adrenal [HPA] axis, 
disorders of lipid metabolism, skin bruising and thinning, cataract formation 
and glaucoma) . In addition, local side effect (oropharyngeal candidiasis, 
dysphonia, and pharyngitis) may decrease patients drug compliance. 
Ciclesonide (CIC; C32H4407, mol . weight: 540), a novel, inhaled 
glucocorticoid of the third generation ("intelligent corticosteroid"), 
shows a superior safety profile compared with other drugs of this class. 
The drug is administered via a metered-dose inhaler (MDI) in a 
soln. of hydrof luoroalkane (HFA-134a) propellant. Moreover, the 
generation of small, highly respirable particles leads to a significant 
pulmonary deposition between 50 and 60 % (mean: 52 %) of the administered 
dose being equally distributed from central to small airways. CIC was 
designed with several favorable pharmacokinetic characteristics such as 
low oral bioavailability, rapid clearance, and high serum protein binding 
(> 99 %) that almost completely prevent freely circulating, active unbound 
drug. CIC is inhaled as an inactive parent compound or prodrug, which is 
then hydrolyzed (esterases) to its active form, desisobutyryl-CIC 
(des-CIC) in the lower airways ("on site" -activation) while being only 
minimally converted to des-CIC in the oropharynx. Des-CIC, with a 
receptor-binding affinity .12 times that of dexamethasone, has one of the 
highest receptor-binding affinities for an inhaled glucocorticoid 
(relative receptor affinity: 1,200). Furthermore, des-CIC possesses 
equivalent anti- inflammatory efficacy compared with established inhaled 
glucocorticoids. The recommended dose for the treatment of asthma 
bronchiale is 80 yig (low) , 160 ^ig (medium) , or a multi-fold of 160 
ng (high) administered as 1 or 2 puffs once daily. Due to the 
selective activation in the lower airways, adverse oropharyngeal effects 
are rare. Due to its selectivity for the lower airways and its Pharmacol, 
properties, CIC increases the therapeutic options in the treatment of 
asthma bronchiale. Ciclesonide may be an important addition to the 
armamentarium of anti -inflammatory agents for the treatment of asthma 
bronchiale, in particular in pediatric medicine where anti -inflammatory 
treatment is only introduced cautiously due to the fear of potential 
adverse effects. 
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TI A stable aerosol solution containing glucocorticoids suitable for oral or 
nasal inhalation 

AB Aerosol solution formulations containing glucocorticosteroids stabilized by 
adding water or a mixture of water and citric acid, avoiding corrosion of 
the elements of container under standard storage conditions are described. 
The formulations comprise 0.05 to 1.0% by weight of a glucocorticoid having a 



and 



C-20 ketone and OH group in carbons 17 and/or 21 as active substance; 0.10 
to 3% by weight of a selected stabilizer selected between water, or a mixture 
of water and organic acid selected between citric acid and tartaric acid; a 
cosolvent in amount sufficient to solubilize the active substance; 
optionally a * surf actant ; and propellant in sufficient amount to achieve 100% 
by weight of the finished solution Glucocorticosteroids having a C-20 ketone 
and an OH group at the C-17 and/or 21 position with varying substituents, 
have many well-known therapeutic uses, especially based upon their 
anti- inflammatory activity. This types of steroids, glucocorticosteroids, 
and their pharmaceutical formulations are useful in the treatment of 
several diseases including bronchial disorders and inflammatory 
conditions. Preferably, the glucocorticoid is selected between 
triamcinolone acetonide, budesonide, dexamethasone and betamethasone 
17 -valerate. A method for stabilizing aerosol pharmaceutical solution 
formulations containing glucocorticoids susceptible to oxidative degradation 

use of a stabilizer selected between water and a mixture of water and organic 
acid selected between citric acid and tartaric acid are also described. 
For example, an aerosol composition containing 10 mL of a solution of 150 mg of 
budesonide in 50 mL of ethanol and 174 mL water showed an increase in 



budesonide stability in presence of 0. 
composition without addition of water. 



22 h 



33 3 g aluminum oxide compared to the 
The budesonide percentage found after 



of storage at 75° were 14.7% and 4.9% for the aerosol formulations 
with and without water, resp. 
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TI Pharmaceutical solution formulations for pressurized metered dose inhalers 
AB A method for delivering 2 or more active drug substances to the lungs by 
inhalation from a single pressurized metered dose inhaler product, .the 
inhaler containing a HFA/cosolvent based solution formulation wherein all the 
active drug substances are fully dissolved in the formulation is 
disclosed. Thus, a matrix of formulations containing (12 ng/uL) 
formoterol fumarate was prepared in HFA 134a containing 12% EtOH. The 
solns. were stable for 2 years stored at 4°. 
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TI A stable aerosol solution containing glucocorticoids suitable for oral or 
nasal inhalation 

AB Aerosol solution formulations containing glucocorticosteroids stabilized by 
adding water or a mixture of water and citric acid, avoiding corrosion of 
the elements of container under standard storage conditions are described. 
The formulations comprise 0.05 to 1.0% by weight of a glucocorticoid having a 
C-20 ketone and OH group in carbons 17 and/or 21 as active substance; 0.10 
to 3% by weight of a selected stabilizer selected between water, or a mixture 
of water and organic acid selected between citric acid and tartaric acid; a 
cosolvent in amount sufficient to solubilize the active substance; 
optionally a surfactant; and propellant in sufficient amount to achieve 100% 
by weight of the finished solution Glucocorticosteroids having a C-2 0 ketone 
and an OH group at the C-17 and/or 21 position with varying substituents, 
have many well-known therapeutic uses, especially based upon their 
anti- inflammatory activity. This types of steroids, glucocorticosteroids, 
and their pharmaceutical formulations are useful in the treatment of 
several diseases including bronchial disorders and inflammatory 
conditions. Preferably, the glucocorticoid is selected between 
triamcinolone acetonide, budesonide, dexamethasone and betamethasone 
17 -valerate. A method for stabilizing aerosol pharmaceutical solution 
formulations containing glucocorticoids susceptible to oxidative degradation 



and 



use of a stabilizer selected between water and a mixture of water and organic 
acid selected between citric acid and tartaric acid are also described. 
For example, an aerosol composition containing 10 mL of a solution of 150 mg of 
budesonide in 50 mL of ethanol and 174 mL water showed an increase in 
budesonide stability in presence of 0.333 g aluminum oxide compared to the 
composition without addition of water. The budesonide percentage found after 

22 h 

of storage at 75° were 14.7% and 4.9% for the aerosol formulations 

with and without water, resp. 
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TI Formoterol and ciclesonide combination 

AB This invention relates to pharmaceutical compns . containing combinations of 
formoterol and ciclesonide and the use of such 

pharmaceutical compns. in medicine, in particular in the prophylaxis and 
treatment of respiratory disease. For example, micronized 
ciclesonide (1.428 g) was dispersed in a soln. of 1.07 g 

ethanol/250 g TG 227 propellant liquefied by cooling to a temperature of 
approx. 

-50° in a stainless steel vessel. Formoterol fumarate 

dihydrate (0.043 g) was dispersed into 200 g TG 227 filled into a batching 
vessel and liquefied by cooling to a temperature of approx. -50°. The 
ciclesonide suspension in ethanol/TG 227 was then transferred into 
the batching vessel containing formoterol fumarate/TG 227. The 
suspension was homogenized and TG 227 was added to a total weight of 500 g. 
While cooling and stirring the suspension was filled in aluminum cans and 
a 50 uIj metering valve was crimped into place. Each actuation of 70 mg 
delivers 200 ng of ciclesonide and 6 ng of 
formoterol fumarate . 
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